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TCC TTC CAG CAG TCG AGC ACC GCC AAG TCG GCC ACC TGG ACG TAT TCC ACT GAA CTG AAG 
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TAT GTA GAA GAT CCC ATC ACA GGA AGA CAG AGT GTC CTG GTA CCT TAT GAG CCA CCC CAG 
601/201 631/211 

GTT GGC ACT GAA TTC ACG ACA GTc TTG TAC AAT TTC ATG TOT AAC AGC AGT TGT GTT GGA 

TE FTTVLYNFMCNSSCVG 
661/221 691/231 

-GGG ATC AAc CgC Cgt CCa aTT TTA ATC ATT GTT ACT CTG GAA ACC AGA GAT GGG CAA GTC 

Ml/241 NRRPILIIVT LETRDGQV 
721/241 751/251 

GAG GCC CGG ATC TOT GCT TGC CCA GGA AGA GAC AGG AAG GCG 

781/«1 RRCFEARIC ACPGRDRKA 
781/261 811/271 

GAT GAA GAT AGC ATC AGA AAG CAG CAA GOT TCG GAC AGT ACA AAG AAC GGT GAT GGT ACG 
841/M1 DSIRKQQVSD STKNGDGT 
llr> tZr 871/291 

vc o^" *^* r G&T ATC CAG ATC ACA TCC ATC AAG AAA CGA AGA 

Joi/Soi FR Q N THGIQKTSIKKRR 
av£ ~Z 931/311 

c: CAA CTG TTA TAC TTA CCA GIG AGG GGC CGT GAG ACT TAT GAA ATG CTG 

Sft/321 ^^'^1' 

991/331 

TTG AAG ATC AAA GAC TCC CTG GAA CTC ATG CAG TAC CTT CCT CAG CAC ACA ATT GAA ACG 

1021/34, KESL EL*QY LPQ HTI ET 

rrLr-il 10S1/3S1 

TAC AGG C ^A CAG <^AA CAG CAG CAG CAC CAG CAC TTA CTT CAG AAA CAG ACC TCA ATA CAG 

1081/361 QQQQQHQHLLQKQTS I Q 
AUbl/361 1111/371 

TCT CCA TCT TCA TAT GGT AAC AGC TCC CCA CCT CTG AAC AAA ATG AAC AGC ATG AAC AAG 

1141/381 SYGN SSPPL NKMMS MNK 
A " i/Jel 1171/391 

CTG CCT TCT GTG AGC CAG CTT ATC AAC CCT CAG CAG CGC AAC QCC CTC ACT CCT ACA ACC 
Q LIN PQQRNAI.TPTT 
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1201/401 1231/411 

ATT OCT OAT GGC ATG GGA GCC AAC ATT CCC ATG ATG GGC ACC CAC ATG CCA ATG GCT GGA 
IPDGMCANIPKMGTHMPMAG 

1261/421 1291/431 

GAC ATG AAT GGA CTC AGC CCC ACC CAG GCA CTC CCT CCC CCA CTC TOC ATG CCA TCC ACC 
DMNGLSPTQALPPPLSMPST 

1321/441 1351/451 

TCC CAC TGC ACA CCC CCA CCT CCG TAT CCC ACA GAT TGC AGC ATT GTC AGG ATC TGG CAA 

SHCTP PPPYPTDCS1VRIWQ 

1381/461 

GTC TGA 

V 
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1/1 31/11 



ATG TTC TAG CTG GAA AAC AAT GCC CAG ACT CAA TTT AGT GAG CCA CAG TAC ACG AAC CTG 

im } l/3 f s E p Q v t N x, 

GGG CTC CTG AAC AGC ATG GAG CAG CAG ATT CAG AAC CGC TCC TCG TCC ACC AGT CCC TAT 
NSMD CQIQNGSSSTS Pv 



121/41 



151/51 



T C T^ T° n*° 2^ ^ ACG GCG CCC CCC TAC GCA CAG CCC AGC TCC 



V T A P 
181/61 211/71 



ACC rrc GAT GOT CTC TCT CCA TCA CCC GCC ATC CCC TCC AAC ACC GAC TAC CCA GGC CCG 



241/31 



I P S N 
271/91 



CAC AGT TTC GAC GTG TCC TXC CAG CAG TCG AGC ACC GCC AAG TCG GCC ACC TGG ACG TAT 
301/101 331/Li* K S A T W T Y 

TCC ACT GAA CTG AAG AAA CTG TAC TCC CAA ATT GCA AAG ACA TGC CCC ATC CAG ATC AAG 
361/121 3 I 91/1 31 K T C P 1 ° 1 K 

V G r 5 CT ^ «^ f ^ ATC CGC GCC ATG CCT CTC TAC AAA AAA GOT 

421/141 J J. AKPVYXK A 

CAG CAC GTC ACG GAG CTG GTG AAG CGG TGC CCC AAC CAT GAG CTG AGC CGT GAA TTC AAC 
481/161 T E V V K R C P^H E I S R E F N 

GAG GGA CAG ATT GCC CCT CCT AGT CAT TTG ATT CGA GTA GAG GGG AAC AGC CAT GCC CAG 
541/191 S H L i^r^ VEGNSHAQ 

TAT GTA GAA GAT CCC ATC ACA GGA AGA CAG AGT GTG CTG GTA CCT TAT GAG CCA CCC CAG 
601/201 T ° R 0 J J1/ J 11 L V P y E P P Q 

GTT GGC ACT GAA TTC ACG ACA CTc TTG TAC AAT TTC ATG TGT AAC AGC AGT TGT GTT GGA 
661/221 T T V L Y * MCNSSCVG 

^ F° ^ R 9C ^ f f* ^ ATT GTT ACT CTC GAA ACC ACA GAT GGG CAA GTC 

721/241 !f * . ^ETRDGQV 

781/261 811/271 ^A 

GAT GAA GAT AGC ATC AGA AAG CAG CAA GTT TCG GAC AG. ACA AAG AAC GGT GAT GGT ACC 

841/281 ARK QQ V SDSTKNGDGT 

871/291 



AAG CGC CCG TTT CGT CAG AAC ACA CAT GGT ATC CAG ATG ACA TCC ATC AAG AAA CGA AGA 
901/301 £ Q MTSrKKRR 

TCC CCA GAT GAT GAA CTG TTA TAC TTA CCA Sg'aGG GGC CGT GAG ACT TAT GAA ATG CTG 
961/321 ErjLYLP VRGR ETY EML 
TK AAG ATC AAA GAG TCC CTG GAA CTC ATG ^C CTT CCT CAG CAC ACA ATT GAA ACG 
1021/341 ELM Q Y LPQKTXET 
TAG AGG CAA CAG CAA CAG CAG CAG CAC CAG ^fcTT CAG AAA CAT CTC CTT TCA GCC 
1081/361 VVyQH G HL LQKHLL$A 

1111/371 



1141/381 EPRRE T PKQSDV P 

TTT AGA CAT TCC AAG CCC CCA AAC CGA TCA GT^TAc'cCA TAG 
HSK PPNRSVY P * 
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1/1 31/11 

^ CAG ACC ACC CA G ACA AGC GAG TTC CTC AGcicA GAG GTC TTC CAG CAT ATC TGG GAT 
181/61 f n/ ^ E V F Q H I w D 

TTT CTG GAA CAG CCT ATA TCC TCA GTA CAG ccc ATC GAG TTG AAC TTT GTG GAT GAA CCT 
241/81 1 C S V Q p^i^ ELNFVDEp 

TCC GAA AAT GGT GCa *Ca aaC aa G ATT GAG ATT AGC ATG GAT TGT ATc cGC ATG Caa GAc 
301/101 TNKlEr SMDCl RMQD 

331/1X1 

TCA GAC CTC AGT GAC ccc ATG Tgg CCA CAG TAC ACC AAC CTG GGG CTC CTG AAC AGC ATG 
361/121 391/131 NLGLLN SM 

OAC CAG CAG ATT CAG AAC GGC TCC TCC TCC ACC AGC CCC TAC AaC ACA GAC CAC GCA CAG 
421/141 U « G S S S j s PYNTDHAQ 

AAT AGC GTG ACG GCG CCC TCG CCC TAT GCA CAG CCC AGC TCC ACC TTT GAT GCC CTC TCT 
481/161 Sll/171 SSTFDA ^S 

CCA TCC CCT GCC ATT CCC TCC AAC ACA GAT TAC COo" GGC CCA CAC AGC TTC GAT GTG TCC 
541/131 P S N T D Y^P^ G P H S F D V S 

TTC CAG CAG TCA AGC ACT GCC AAG TCA GCC ACC TGG ACG TAT TCC ACC GAA CTG AAG AAG 
601/20! T A K S A t W TYSTELKK 

CTG TAC TGC CAG ATT GCG AAG ACA TGC CCC ATC CAG ATC AAG GTG ATG ACC CCA CCC CCA 
661/221 J O ^XKVKTPpp 

CAG GGC GCT GTt ATC CGT GCC ATG CCT GTC TAC^ AAA GCT GAG CAT GTC ACC GAG GTT 
721/241 FVYK K A E W v 



OTG AAA CGA TGC CCT AAC CAT GAG CTG AGC C^ TTC AAT GAG GGA CAG ATT GCC CCT 
781/261 N " E h 5 R n/ E 7 F N E G Q i A P 

CCC AGT CAT CTG ATT CGA GTA gAA GGG AAC AGC CAT GCC CAG TAT GTA GAA GAT CCT ATC 
841/281 * IA QYVE'DP i 

ACG GGA AGG CAG AGC GTG CTG GTC CCT TAT GAg'cCA CCA CaG GTT GGC ACT GAA TTC ACA 
901/301 LVPYE PPQVGTEFT 
ACA GTC CTG TAC aAT TTC ATG TGT AAC AGC AGc'tGC GTC GGA GGA ATG AAC AGA CgT CCA 
961/321 CNSSCV GGMNRR P 
ATT TTA ATC ATC OPT ACT CTG GAA ACC AGA « C* « « « m 

1021/341 TLETR DGQVLGRR CP 

1081/361 ^ PGR °RKADEDSIR 

1111/371 



^^^^^^ 

1141/381 D G.TKRPFp q 

r r s« g» r §- « r r r FF s- 
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1201/401 1231/411 

CTG TAC CTA CCA GTG AGA GGT COT GAG ACQ TAC GAG ATG TTC CTG AAG ATC AAA GAG TCA 

1261/421 v ^GRETVEMLt.KlKES 
r£ L,l 1291/431 

CTG GAG CTC ATG CAG TAC CTC CCT GAG CAC ACG ATC GAA ACG TAC AGO CAG CAG CAG CAG 

1321/441 LsiJiSl ° ° ° ° 

CAG CAG CAC CAG CAC OTA CTT CAG AAA CAG ACC TOG ATG CAG OCT CAG OCT TCA TAT CGC 
?381?461 H I 4l J 471 " 0 S Q s S V G 

AAC ACT J*-C CCA CCT CTG AAC AAA ATG AAC AGC ATG AAC AAG CTG CCT TCC GTG AGC CAG 

1441/481 PPLNKMN SMNK LPS VSQ 
J.««i/4bi 1471/491 



CTT ATC AAC CCA CAG CAG CGC AAT GCC CTC ACT CCC ACC ACC ATG CCT GAG GGC ATG GGA 

IS01/S01 I531/S11 T T " P E 6 M G 

CCC AAC ATT CCT ATG ATG GGC ACT CAC ATG CCA ATG CCT GGA GAC ATG AAT GGA CTC AGC 

1S61/S21 ^591/531 ° ° * N ° L S 

CCT ACC CAA CCT CTC CCT CCT CCA CTC TCC ATG CCC TCC ACC TCC CAC TGC ACC CCA CCA 

16 2 Js4l Q ?651/551 S T S " C T P P 

CCG CCC TAC CCC ACA GAC TGC AGC ATT GTC AGT TTC TTA GCA Agg T tg ggC TGC TCA TCA 
1681/561 ° S 1 V f 71 J 5?1 L A R L G C S S 

TGC CTG GAC TAT TTC ACG ACC CAg ggg CTG AcC ACC ATC TaT CAG ATT GAG CAT TAC TCC 
1741/581° l m % 9l X V Q ! E „ Y s 

ATG GAT GAT TCG GCa aGT CTG AAG ATc OCT GAA CAG TTC CGA CAT GCC ATC TGG AAg GGC 
1801/601 . S L K 1 P ^ 83 J 611 F * * A I H K c 

aTC CTG GAC CAC AGG CAG CTG CAC GAC TTC TCC TCA CCT CCT CaT CTC CTG AGG ACC CCA 
1861/621 ?891 S 631 P P H L L R T P 

AGT GGT GCC TCT ACC GTC AGT GTG GGC TCC AGt'gag'acC CGT GGT GAA CGT GTG ATC GAT 
1921/641 1951/651* R G E * ^ * D 

GCC GTG CGC TTT ACC CTC CGC CAG ACC ATC TCT TTT CCA CCC CGT GAC GAG TGG AAT GAT 
1981/661 L R Q T 1 * * * p « D B W N D 

a*/- lww ^ * 2011/671 

TTC AAC TTT GAC ATG GAT TCT CGT CGC AAC AAG CAG CAG CGT aTC AAA GAG GAA GGA GAA 
2041/681 " DSRrn Kqqri KEEge 
TCA 
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l/l 



121/41 



r£ r r r r r r r rf r r r r r 

~ r r» FF r r s« r r r r r 

CCA TCC CCT <w iL^m ^ 511/171 S 

r " " p p 5" .~ i K rf- ~ r r r r r 

GTG AAA CGA TGC rr*n kx. 751/251 * V 

?«Ax ■ = ^ » " T "™frrr r r „« r r r - 

CCC ACT CAT CTG ATT rrA 811/271 

- " ~ ~ ™ r r r r r r r r r r r ~ 

ACG GGA acq cftg AGC 871/291 P 1 

ACA GTC CTG TAP a ja- ^ * 931/311 T 

' * " "«™"rff ~ « frrr r r - 

ATT TTA ATC ATC GTT ACT CTG *~ " 1/331 

i^w 1 v *?j*!»rj t r , «!««««»«» 



1081/361 " C P G R D R K A D E , 

AAG CAG CAA GTA TCC r- a< ~ »~ 1111/371 

tu&j • ~ ° J" J* r r s* ?*?•?-!-«« ~~ «• 

ftAT ACA CAC GGA ATC c»r- »nv« 1171/391 R « 



Figure 16 
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1201/401 1231/411 

CTO TAC CTA CCA GTG AGA GGT COT GAG ACG TAC GAG ATG TTG CTG AAG ATC AAA GAG TCA 
1261/421 L 9 1/431 M " " K 1 K E S 

^f^f^^^f^™ ATC -A ACG TAC AGG CAG CAG CAG CAG 

1321/441 * j H T v K 0 Q Q Q 



CAG CAG CAC CAG CAC CTA CTT CAG AAA CAG ACC TCC ATG CAG TCT CAG TCT TCA TAT GCC 

?38i?m Li/47i K Q s Q 5 s Y G 

AAC ACT TCC CCA CCT CTG AAC AAA ATG AAC AGC ATG AAC AAG CTG CCT TCC GTG AGC CAG 
1441/481 Ll^l" K L P S V S Q 

1501/501 Q N A L Is3l/ S i, G M G 

1561/521 " eTHMP «AGDMNGLs 



1591/531 

OCT CTC CCT CCT CCA CTC TCC 
QALPpp LS 

1621/541 1651/551 
CCC CCC TAC CCC ACA GAC TGC AGC ATT GTC AGG ATT CGG Ca* GTC TGA 
X ^TDCSIVRIWQV* 



CCT ACC CAA GCT CTC CCT OCT CCA CTC TCC ATG CCC TCC ACC TC C CAC TGC ACC CCA CCA 
** p ^SMPSTSHC'Tpp 
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ATG AAT TTT GAA ACT TCA CGG TGT GCC ACC CtfcAG TAC TGC CCC GAC CCT TAC ATC CAG 
61/21 B ™ S R C A T J Q Y C P D P Y I Q 

CGT TTC ATA GAA ACC CCA GCT CAT TTC TCG TGG AAA GAA AGT TAT TAC AGA TCT GCC ATG 
121/41 P A K P S y J ESYY Rs AM 

TCG CAG AGC ACC CAG ACA AGC GAG TTC CTC AGC CCA GAG GTC TTC CAG CAT ATC TGG GAT 
181/61 S E F L J J E V P Q H 1 W D 

TTT CTC GAA CAG CCT ATA TGC TCA GTA CAG ccc ATC GAG TTG AAC TTT GTG GAT GAA CCT 

241/81 WFICSV QPIELNFVDEP 

271/91 

TCC GAA AAT GGT GCa aC* aaC aaG ATT GAG ATT AGC ATG GAT TGT ATc cGC ATG C*a GAo 
301/101 331/111 ^ D 

361/121 P Q * J NtGLLNSM 

421/141 S S S ^ f PYNTDHAQ 

r r y° *» ? G p cc r r r ?* « « **= TTt ga T ^ tct 

481/161 PYAQp SSTFDALS 

CCA TCC ccT GCC ATT CCc TCC aAC ACA GAT TAc'S GGC CCA CAC AGC TTC GAT GTG TCC 
541/181 J J GPHSPDVS 

601/201 rAKS AT 3 WTYSTELKK 

« « ^ r ^ ^ ^ Jf£ „ ^ ^ ^ ^ ^ ^ ^ 

"ffr r r r r r r r r » - « - « ■» •» 

721/241 AMPVYK KAEHVTEV 

751/251 



781/261 WHELs REFNEGQi A p 

f e r^r , ««™««« «S CCC „ «. OTA „ „T CCT « 
841/281 VhGNs HAQYVEDPi 

901/301 VPYEp PQVGTEFT 
961/321 cv GGMNRR,p 
1021/341 TtET!lI >COVLCR Rc J TT 

1081/361 CPGRI> P-KADBDSIR 
AAG CAG CAA fVrn nv/- ,-.>.„ 1111/371 

K Q ^ A TCG GAC AGC GCA AAG AAC GGC GAT GCT. TTC CGT CAG AAT ACA CAC GGA 

1141/381 AKNGr) AFRQ NTH £ 

ATC CAG ATG ACT TCC ATT 1171/391 

I Q M ^ f C ATC AAC AAA CCG ^ ^CA GAT GAT GAG CTG CTG TAC CTA CCA 



Figure 1 7 
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1201/401 1231/411 

GTG AGA GOT CGT GAG ACG TAC GAG ATG TTG CTG AAG ATC AAA GAG TCA CTG GAG CTC ATG 

1261/421 5: 29 l/43i r K E S L E L " 

CAG TAC CTC CCT CAG CAC ACG ATC GAA ACG TAC AGG CAG CAG CAG CAG CAG CAC CAC CAC 
?321/4U I E T V si * Q Q 0 Q Q Q h Q 

CAC CTA CTT CAG AAA CAT CTC CTT TCA GCC TGC TTC AGG AAT GAG CTT GTG GAG CCC CGG 
13 81/461 1411/471 V E P R 

GGA GAA GCT COG ACA CAG TCT GAC GTC TTC TTT AGA CAT TCC AAC CCC CCA AAC CAC TCC 
1441/481 FTQSDVf PRHSNPP N hs 
GTG TAC CCA TAG 
V Y P * 
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1/1 31/11 



ATC TTG TAC CTG gAA AAC AAT GCC CAG ACT CAA TTT AGT GAG CCA. CAG TAC ACG AAC CTG 



61/21 - - - - v i Q^_F 5EPQYTNL 

121/41 vvxywcssSTSPY 

151/51 

r ?» r r ?* f r r r « •» « «• « « •» «» ™ « 

181/61 211/71 SPYAQPS S 

ACC TTT CAT GCC CTC TCT CCA TCC CCT GCC AT. CCC TCC AAC ACA GAT TAC CCG GGC CCA 

241/81 J 71/ J SNTDYPGp 

CAC AGC TTC GAT GTG TCC TTC CAG CAG TCA AGC ACT GCC AAG TCA GCC ACC TGG ACG TAT 
301/101 J^*^ AKSATWT Y 



TCC ACC GAA CTG AAC AAG CTG TAC TGC CAG ATT GCG AAC ACA TGC CCC ATC CAG ATC AAG 
361/121 391/131 ^ IK 

CTG ATC ACC CCA CCC CCA CAG GGC CCT GT C ATC CCT GCC ATG CCT GTC TAC AAG AAA GCT 

421/141 J *, AMPVYKKA 

451/151 



CAG CAT GTC ACC GAG GTT CTG AAA CGA TCC CCT AAC CAT GAG CTG AGC CGT GAG TTC AAT 
481/161 V K R C J ii/ » 7i HELSREfk 

GAG GGA CAG ATT GCC CCT CCC AGT CAT CTG ATT CGA GTA g AA GGG AAC AGC CAT GCC CAG 
S41/181 S " L \ 1U \ S VEGNS. HAQ 

TAT GTA GAA GAT CCT ATC ACG GGA AGG CAG AGC GTG CTG GTC CCT TAT GAG CCA CCA CaG 
601/201 *V LVPY Eppq 

OTT GGC ACT GAA TTC ACA ACA GTC CTG TAC aAT TTC ATG TOT AAC AGC AGC TC-C GTC GGA 
661/221 rVr,Y NFMCNSscV G 

t t r r r r r r r r ^ ^ «* « «« 

721/241 * * L E T R D c Q v 

CTG CGA CCC TGC TXT GAG GCC ATC TGT GCC TGC CCA GGA AGA GAC CGG AAG CCA 

781/261 S * _ C PGRDR KA 

GAT GAA GAC AGC ATC AGA AAG CAG CAA GTA TCG GAC AGC GCA AAG AAC GGC GAT GGT ACG 
841/281 Dsa KNGDGt 

301/301 V THGI QMTS1KKRR 

r f K r r rrrrrr « OT - » ~ - « « 

961/321 ^ YI,PVR GRETYEML 
1021/341 SLELM QYLPQHTIET 

?" r r r* ?° s" r r* r 0 ^ p r V «. 

1081/361 QQHQHLL QKQTSMQ 
1141/381 NSSPp LNK MNSMN K 



Figure 18 



1201/40! 1231/411 

M ^ ^ GGC ATG GGA GCC AAC ATT CCT ATG ATG GGC ACT CAC ATG CCA ATG GCT GGA 
?2«l/d21 GKGANIp MKGTHMP MAG 



1291/431 



GAC ATG AAT GGA CTC AGC CCT ACC CAA GCT CTC CCT CCT CCA CTC TCC ATG CCC TCC ACC 



1321/441 



1351/451 



TCC CAC TGC ACC CCA CCA CCG CCC TAC CCC ACA GAC TGC AGC ATT GTC ACT TTC TTA CCA 
1381/461 TPPPPYPTD C S I VSFLA 
1381/461 1411/471 

Agg Teg ggC TGC TCA TCA TGC CTG GAC TAT TTC ACG ACC CAg ggg CTG AcC ACC ATC TaT 

1441/481 CSSC L D yPTTQG L TT 1Y 
t„C2l\. 1471/491 

CAG ATT GAG CAT TAC TCC ATG GAT GAT TCG GCa aGT CTG AAG ATC ccT GAA CAG TTC CGA 
isOl/501 J S 31/511 1 ' K 1 P E Q F R 

CAT GCC ATC TGG AAg GGC *TC CTG GAc CAC AGG cAG CTC CAC GAC TTC TCC TCA CCT CCT 
1S61/521 WKGlLDHR QLHDF SS pp 

4jga/j<i 1591/531 

CaT CTC CTG AGG ACC CCA AGT GOT GCC TCT ACC GTC AGT GTG GGC TCC AGT GAG ACC CGT 
1621/541 L I 65 J 5S1 S V G 3 S > » H 

GGT GAA CGT GTG ATC GAT GCC GTG CGC TTT ACC CTC CGC CAG ACC ATC TCT TTT CCA CCC 
1681/561 R I 71l ^ 571 R Q T 1 S P p p 

CGT GAC GAG TGG AAT GAT TTC AAC TTT GAC ATG GAT TCT CGT CGC AAC AAG CAG CAG CGT 

1741/581 WNDFNFD "DSRR NK CQR 
aTC AAA GAG GAA GGA GAA TGA 
I K E E G E * 
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ATG TTG TAC CTG gAA AAC AAT arc rnr 
121/41 VyXQNG SSSTspy 

GAG CAT GTC Arr rnr ~<t*. 451/151 A 

l «,ix ° ™ ~ » »"° !" f r r r r r r r r r r r 

GGA ATG AAC AGA rwn „™ 691/231 ° 

CTG GGC CGA CGG TGC TTT GAG cry m „ 751/251 Q V 

GAT GAA GAC ACC ATC »r» 811/271 

?«,;» ° • ™ ~ " r r v ot rrfffr r r r - 

AAG CGC CCT rrc Ccvr 871/291 

TCC CCA GAT GAT GAG CTG CTG TAr ™ 931 ' 3U 

361/321 " ° * «r« rrrrfrr 

TAC AGG CAG CAG CAG M r ™~ 1051/351 

roai?3 6i^ r r - ~ s* ? a r s- r - - - « «. 



1081/361 " " U Q 0 H Q „ L L v ^ 

TCT CAG TCT TCA TAT GGC AA^ ^ Hll/371 S K Q 

iW * r ° ^r^rrrrrjrrrr** 

CT<3 CCT ICC on; ^ 1171/331 * * K 
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1201/401 1231/4X1 

ATG CCT GAG GGC ATG GGA GCC AAC ATT CCT ATG ATG GGC ACT GAC ATG CCA ATG GCT GGA 

?2fil/4 ? 1 GMGAN I PMMGTHM PMAG 
1261/421 1291/431 

GAC ATG AAT GGA CTC AGC CCT ACC CAA GCT CTC CCT CCT CCA CTC TCC ATG CCC TCC ACC 
1321/441 13S1/451 

TCC CAC TGC ACC CCA CCA CCG CCC TAC CCC ACA GAC TGC AGC ATT GTC AGG ATT tGG 
1381M61 PPP P^PTDC S IVRXWQ 
GTC TGA 
V * 
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1/1 31/11 

ATG TIG TAC CTG gAA AAC AAT GCC CAG ACT CAA TTT ACT GAG CCA CAC TAC ACG AAC CTG 
61/21 91/3X 

GGG CTC CTG AAC AGC ATG GAC CAG CAG ATT CAG AAC GGC TCC TCG TCC ACC AGC CCC TAC 

t,NSMDQQIQNGSS STS PY 
121/41 151/51 

AAC ACA GAC CAC GCA CAG AAT AGC GIG ACG GCG CCC TCG CCC TAT GCA CAG CCC AGC TCC 

HAQNSVTAp SPYAQPSS 
1B1/61 211/71 

ACC TTT GAT GCC CTC TOT CCA TCC CCT GCC ATT CCC TCC AAC ACA GAT TAC CCG GGC CCA 

* L DAL SFSPAIPSNTDYP G p 
241/81 271/91 

CAC AGC TTC GAT GTG TCC TTC CAG CAG TCA AGC ACT GCC AAG TCA GCC ACC TCg ACG TAT 

301/foi ^ ATW TY 
301/101 331/111 

TCC ACC GAA CTG AAG AAG CTG TAC TCC CAG ATT GCG AAG ACA TCC CCC ATC CAG ATC AAG 
Ul/Ll LKKLYC Q 1 AKTCP IQIK 
ifr 121 391/131 

CTG ATG ACC CCA CCC CCA CAG GGC GCT GTT ATC CGT GCC ATG CCT GTC TAC AAG AAA GCT 

421/141 TPPPQGAVIRA MPVYKKA 
,i!1/141 451/151 

GAG CAT GTC f^CC CAG GTT GTG AAA CGA tGC CCT AAC CAT GAG CTG AGC CGT GAG TTC AAT 

lei/Jfii tevvkrcpnhel sref tl 

1B1/161 511/171 

GAG GGA CAG ATT GCC CCT CCC AGT CAT CTG ATT CGA GTA GAA GGG AAC AGC CAT GCC CAG 

541/181 QIAPPSHLIRV EGNSHAQ 
ZZ 571/191 

TaT GTA CAA gAT CCT ATC aCG GGA AGG CAG AGC GTG CTG GTC CCT CAT GAG CCA CCA CAG 
Soi/Joi" 1 T G R Q V P Y E P P q 

GTT GGC ACT GAA TTC ACA ACA gTC CTG TAC AAT TTC ATG TGT aAC AGC AGC TGC GTC GGA 
Kl/Ml' E y T T V L Y C N S S C V G 

^ t° A f GT CCA aTT ^ ATC ATC GTT ACT CTG GAA ACC AgA GAT GGG CAa GTC 

721/241 RPILIXVTI 'ETRDGQV 
llT 41 751/251 

CTG 5GC CGA CGG TGC TTT GAG GCC CGG ATC TGT GCT TGC CCA GGA AGA GAC CGG AAG GCA 
781/261 R C F E A R I C^C P G R D R K A 

GAT GAA GAC AGC ATC AGA AAG CAG CAA GTA TCG GAC AGC GCA AAG AAC GGC GAT GCT TTC 

841/281 QQ VS DSAKNGDAF 

871/291 

CGT CAG AAT ACA CAC GGA ATC CAG ATG ACT TCC ATC AAG AAA CGG AGA TCC CCA GAT GAT 

301/301 931/3 I 11 K K R R s P D D 

GAG CTG CTG TAC CTA CCA GTG AGA GGT CGT GAG ACG TAC GAG ATG TTG CTG AAG ATC AAA 

961/32! YLP VRG *ETYEMLLKr K 

991/331 

GAG TCA CTG GAG CTC ATG CAG TAC CTC CCT CAG CAC ACG ATC GAA ACG TAC AGG CAG CAG 
1021/341 E I, M Q Y t, p Q osi H 3si T r E T Y R Q Q 
CAG CAG CAG CAG CAC CAG CAC CTA CTT CAG AAA CAT CTC CTT TCA GCC TGC TTC AGG AAT 
?081?361 Q tux%n L S A C F R N 

GAG CTT GTG GAG CCC CGG CGA GAA GCT CCG ACA CAG TCT GAC GTC TTC TTT AGA CAT TCC 
1141/381 EPRGEAP TQSDVFPRHS 
AAC CCC CCA AAC CAC TCC GTG TAC CCA TAG 
Np PNHsVYP* 
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Figure21. UV Induction of TA-p63 transcript. Primary human foreskin keratinocytes 
were exposed to UV irradiation (300J/ m 2), then harvested at times indicated Total RNA 
was prepared, and RT-PCR on equal amounts of RNA was performed using primers specific 
tor transactxvating (TA) or truncated (AN) N-terminal domains of p63 (Yang et al 1998) 
ft P t rw S detectable in un ^ated (unt) keratinocytes, but expression is induced at 7hrs 
alter UV treatment. AN-p63 appears to remain unchanged from untreated cells at all time 
points taken. 
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Figure 22. P 63 protein expression decreases upon keratinocyte differentiation 
Primary human foreskin keratinocytes were treated with 10% fetal bovine serum to induce 
differentiation, and harvested at times indicated. Cells were lysed in RIPA buffer boiled in 
Lammeh buffer, and proteins fractionated by SDS gel electrophoresis. Immunoblotting 
was performed using an anti-p63 mouse monoclonal antibody, 4A4, which recognizes all 
p63 isoforms identified to date. p63 protein levels in keratinocytes are seen to decrease 
progressively upon differentiation, as compared to untreated (unt) samples. 
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Figure 23. p63 RNA expression in human cancer cell lines. RT-PCR was performed on total RNA 
from several human tumor cell lines* usfng primers specific for transactivating (TA) or truncated 
(AN) N-terminal domains of p63 (see Figure 1), as indicated. Amongst these cell lines, only the 
ME 180 control cell line showed a TA-p63 transcript. Instead, a majority showed expression of 
AN-p63, which has been demonstrated to act as a dominant negative protein towards both the tumor 
suppressor p53, as well as transactivating isotypes of p63. 



*note: all are cervical carcinoma cell lines except U20S, which is a human osteocarcinoma line. 
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Figure24. p63 RNA expression in human breast cancer cell lines. RT-PCR was performed on 
total RNA from breast cancer cell lines using primers specific for transactivating (TA) or truncated 
(AN) N-terminal domains of p63 (see Figure 1), as indicated. p63 was detected in a majority of cell 
lines tested, with some specimens containing both transcript isotypes. 
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7 S ^ aSSayS (EMSA) were Panned using three separate,*? 

WsSf lo? k ^ X *°? 3 mUtant p53 bindin * *• CMG, *Kern et al , 1992) with 
lysates of 293 human kidney ccUs transfected with P 53. ANp63 T , TAp63a and ween 

^K r r, Cen K-r te ^ (GFP) - P53 ' ^P 6 ^ ■ ™ d TA P 63 <* »™* ail yielded sSlcant 
GFP ™± ° ^ P ° ^ WAF 0li ^leotide5 (highUghte/by the 

lysates showed a shift of the control, non-p53 binding ohgonucleotide, MO, thus 
demonstrating the specificity of P 53, AN P 63y , and TAp63a interactions with the P 53-bindin< 
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